Hepatitis C virus (HCV) is transmitted primarily through parenteral exposures to infectious blood or body fluids that contain blood (e.g., via injection drug use, needle stick injuries) (1) . In the last 10 years, increases in HCV infection in the general U.S. population (1) and among pregnant women (2) are attributed to a surge in injection drug use associated with the opioid crisis. Opioid use disorders among pregnant women have increased (3) , and approximately 68% of pregnant women with HCV infection have opioid use disorder (4) . National trends in HCV infection among pregnant women by opioid use disorder status have not been reported to date. CDC analyzed hospital discharge data from the 2000-2015 Healthcare Cost and Utilization Project (HCUP) to determine whether HCV infection trends differ by opioid use disorder status at delivery. During this period, the national rate of HCV infection among women giving birth increased >400%, from 0.8 to 4.1 per 1,000 deliveries. Among women with opioid use disorder, rates of HCV infection increased 148%, from 87.4 to 216.9 per 1,000 deliveries, and among those without opioid use disorder, rates increased 271%, although the rates in this group were much lower, increasing from 0.7 to 2.6 per 1,000 deliveries. These findings align with prior ecological data linking hepatitis C increases with the opioid crisis (2) Survey-specific analysis techniques accounted for clustering, stratification, and weighting. National annual prevalence rates of opioid use disorder and HCV infection per 1,000 delivery hospitalizations during 2000-2015 and 95% confidence intervals (CIs) were calculated using SAS (version 9.4; SAS Institute). HCV infection rates were calculated by opioid use disorder status. Joinpoint regression was used to model the average percentage change in HCV infection and opioid use disorder rates over time and their statistical significance. The program identifies points (joinpoints) where the slope of the trend significantly changes and calculates the average percentage change in the rate during the years between joinpoints. Using 2015 data, distribution of diagnoses by payer source, * ICD-9-CM codes related to opioid dependence and nondependent abuse, in remission, were included in this analysis because both early remission and opioid use disorder could have occurred during pregnancy. race/ethnicity, median income for residency ZIP code, and hospital region were calculated. Polytomous logistic regression models were used to calculate unadjusted odds ratios (ORs) and 95% CIs comparing the likelihood of each delivery hospitalization having one or both diagnoses versus neither by sociodemographic characteristics. Statistical significance was set at p<0.05. During 2000-2015, the rate of HCV infection increased from 0.8 (95% CI = 0.7-0.9) to 4.1 (95% CI = 3.7-4.4) per 1,000 deliveries. Rates significantly increased from 2000 to 2004 (15.7%; p<0.001), 2004 to 2010 (6.1%; p<0.001), and 2010 to 2015 (14.9%; p<0.001). Among deliveries with opioid use disorder diagnoses, the rate of maternal HCV infection increased from 87.4 (95% CI = 56.3-118.5) to 216.9 (95% CI = 197.9-235.9) per 1,000 deliveries ( Figure) . The rate significantly increased during 2000-2004 (17.2%; p<0.001), remained statistically unchanged during 2004-2011 (-2.4%; p = 0.1), and significantly increased during 2011-2015 (7.9%; p<0.001). Among deliveries without opioid use disorder diagnoses, the rate of HCV infection increased from 0.7 (95% CI = 0.6-0.8) to 2.6 (95% CI = 2.4-2.9) per 1,000 deliveries during 2000-2015. The rate remained statistically unchanged during 2000-2002 (21.1%; p = 0.1), and significantly increased during 2002-2011 (5.5%; p<0.001) and 2011-2015 (15.0%; p<0.001).
In 2015, all three groups (those with HCV infection only, opioid use disorder only, and both HCV infection and opioid use disorder) shared similar risk factors (Table 1) . Compared with women aged ≥35 years, those aged 25-34 years were more likely to have a diagnosis of HCV infection (OR = 1.2, 95% CI = 1.0-1.4), opioid use disorder (OR = 1.8, 95% CI = 1.6-2.0), or both (OR = 1.8, 95% CI: 1.4-2.3) at delivery ( Table 2) . Women with publicly billed deliveries (Medicaid or Medicare) were the most likely to have a diagnosis of HCV infection (OR = 5.5, 95% CI = 4.7-6.4), opioid use disorder (OR = 6.4, 95% CI = 5.8-7.2), or both (OR = 9.9, 95% CI = 7.8-12.6) at delivery, compared with privately billed deliveries. Compared with non-Hispanic black women, Native American women were the most likely to have a diagnosis of HCV infection (OR = 5.0, 95% CI = 2.9-8.7) or opioid use disorder (OR = 5.9, 95% CI = 4.0-8.8) at delivery, and non-Hispanic white women were the most likely to have a diagnosis of both (OR = 10.9, 95% CI = 6.3-18.6) at delivery. Women from areas with median income of <$42,000 were the most likely to receive a diagnosis of HCV infection (OR = 2.5, 95% CI = 2.0-3.0), opioid use disorder (OR = 2.0, 95% CI = 1.7-2.3), or both (OR = 2.5, 95% CI = 1.8-3.4) at delivery, compared with those from areas with median income ≥$68,000. Compared with U.S. residents of the Western census region (the referent group), residents of the South were the most likely to receive a diagnosis of HCV infection (OR = 1.9, 95% CI = 1.5-2.3) at delivery. Women living in the Northeast were the most likely to receive a diagnosis of opioid use disorder (OR = 2.0, 95% CI = 1.6-2.4) or both HCV infection and opioid use disorder (OR = 4.8, 95% CI = 3.1-7.5) at delivery.
Discussion
In the United States, the 2015 rate of HCV infection at delivery hospitalization (4.1 per 1,000) was approximately five times higher than it was in 2000 (0.8 per 1,000). Rates were substantially higher among women with opioid use disorder, suggesting a link between the opioid crisis and increases in HCV infection. Results from this analysis are consistent with previously reported findings. For example, these estimates using hospital discharge data are similar to those from an analysis of birth certificate data, which found that maternal HCV infection almost doubled during 2009-2014 from 1.8 to 3.4 per 1,000 live births (2) . Increased likelihood of HCV infection, opioid use disorder diagnosis, or both among women with publicly billed deliveries is similar to previous findings that women with HCV infection were more likely to be Medicaid-insured (4) . In this analysis, Native American women were significantly more likely to have an HCV infection or opioid use disorder diagnosis at delivery than were non-Hispanic black women. High rates of overdose deaths and HCV infection in American Indian and Alaska Native persons have been previously noted in the general adult population (7, 8) . Lower HCV infection rates at delivery among women in the West reflect distribution of HCV infection in the general population (1). Current U.S. Preventive Service Task Force and CDC guidelines recommend hepatitis C testing for persons at high risk (e.g., persons who inject drugs †, § ); however, epidemiologic † https://www.uspreventiveservicestaskforce.org/Page/Document/ UpdateSummaryFinal/hepatitis-c-screening. § https://www.cdc.gov/hepatitis/hcv/guidelinesc.htm. (N = 2,860,130) (9) . Hepatitis C treatment for adults with direct-acting antiviral agents consists of an oral regimen of ≤12 weeks, resulting in a virologic cure in >90% of infected persons (10) . Although treatment of HCV infection with direct-acting antiviral agents during pregnancy is not approved (10) , testing remains important to identify infections, engage infected women in postpartum treatment, and identify infants who might have been exposed. Left untreated, HCV infection might lead to cirrhosis and pose continued risk to others through parenteral exposures (e.g., injection drug use or transmission via subsequent pregnancies) (1).
TABLE 1. Prevalence of hepatitis C virus (HCV) infection and opioid use disorder* at delivery hospitalization, by demographic characteristic
The findings in this report are subject to at least five limitations. First, this study likely produced underestimates of opioid use disorder and HCV infection. Although universal screening for substance use is the standard of care during pregnancy, it is not universally implemented. Further, stigma and associated fear of reporting opioid use disorder likely reduces self-disclosure. Risk-based hepatitis C testing is the current care standard but might not be adequately implemented. Second, increases in observed rates might reflect changes in screening practices and protocols for opioid use disorder and HCV in addition to actual increases in these conditions. Third, ICD-9-CM does not differentiate between chronic or incident
Summary
What is already known about this topic?
Ecological studies link increases in hepatitis C virus (HCV) infection to the U.S. opioid crisis. Opioid use disorder among pregnant women has increased; the majority of those with HCV infection have opioid use disorder.
What is added by this report?
The U.S. rate of HCV infection at delivery increased from 0.8 per 1,000 live births in 2000 to 4.1 in 2015, including increases from 87.4 to 216.9 and from 0.7 to 2.6 among women with and without opioid use disorder, respectively.
What are the implications for public health practice?
Treatment of opioid use disorder should include screening and referral for related conditions such as HCV infection.
acute HCV infection. Fourth, these analyses might not represent most recent trends because data were only analyzed up to the third quarter of 2015. Finally, results of this analysis are only generalizable to hospital births; however, fewer than 2% of U.S births occur outside of the hospital. ¶ Opioid use disorder (3) and HCV infection rates significantly increased during 2000-2015 among women delivering in hospitals in the United States. HCV infection rates at delivery were significantly higher among women with opioid use disorder than among those who did not have opioid use disorder. Treatment of opioid use disorder should include screening and referral for related conditions such as HCV infection.
